In the last few years, it has become clear that products of the major histocompatibility complex (MHC) play a critical role in restricting the activities of immune T cells. Thus, helper T cells (1, 2) and T cells involved in delayed-type hypersensitivity (DTH) to protein antigens (3) are restricted by the I-A region of the MHC, whereas cytotoxic T cells are restricted by the K or D regions (4). Recently, we showed that T cells transferring DTH to protein antigens were sensitized to both the antigen and to the MHC product responsible for restriction (5). A similar conclusion was reached in experiments with helper T cells (6, 7).
pinna and the right (R) remains uninjected. 24-48 h later the ears are cut off and the ratio of the radioactivity in the L/R ears (L/R '2~I-UdR uptake) reflects the extent of DTH. To increase labeling efficiency, 10 -7 mol of 5-fluorodeoxyuridine is injected intraperitoneally 20-30 min before the intraperitoneal injection of 2/~Ci '2~I-UdR. Values obtained in nonsensitized mice or in naive mice not given sensitized cells are usually ~1.2.
Results
Mice of the H-2 a, b, d, f, j, k, ~, u, ~ haplotypes are responders (R) to GAT because they can produce specific anti-GAT antibodies whereas mice of the H-2 ~, p, q," haplotypes are nonresponders (NR) as they form no detectable antibodies (9) . It was therefore of interest to determine whether DTH could be elicited to GAT in NR strains. As shown in Fig. 1 , good responses were obtained in A.TL and (A,TL × A.TH)F1 mice, but at no time could a detectable response be elicited after primary or secondary sensitization in A.TH mice. DTH to GAT could not be elicited in mice of H-2" or H-2 q haplotypes although it could readily be produced in other strains (Table I) .
The transfer of DTH to a protein antigen was shown to require identity at the I-A region of the MHC (3). It can be seen from Table II that We have previously demonstrated that primed lymphoid cells from F 1 mice could successfully transfer DTH to both parental strains as well as to the F1 (3). We therefore examined whether sensitivity could be transferred to naive mice of the parental strains from F1 mice between R and NR strains, which themselves showed high levels of DTH to GAT (Fig. 1) . As can be seen from Table HI, when sensitized (R × NR)F~ lymphoid cells were transferred to naive parental strain recipients and to FI, sensitivity was detected only in the F1 and in parental strain recipients of the R haplotype, never in parental strain recipients of the NR haplotype.
Discussion
No detectable DTH could be elicited in mice known to be NR to GAT on the basis of antibody responses, even after cyclophosphamide pretreatment (Fig. 1 ). This is unlike the situation we observed with the isozyme B of lactic dehydrogenase in which a short period of sensitivity was obtained after cyclophosphamide (5) . There may thus be a difference in the mechanism of nonresponsiveness to these antigens, possibly reflecting differential activation of cyclophosphamide sensitive suppressor effects. This is currently under investigation. DTH transfer to GAT was possible if sensitized donors and naive recipients were identical at the I-A region of the MHC (Table II) , just as had previously been observed with a protein antigen (3). One implication is that DTH transfer to all protein and polypeptide antigens requires identity at I-A. Alternatively, the MHC region which imposes constraints on DTH transfer may also control Summary Delayed-type hypersensitivity (DTH) transfer to GAT was restricted by the/-A region of the major histocompatibility complex (MHC). Sensitized cells from F1 hybrid mice between responder and nonresponder strains transferred DTH to syngeneic F~ mice and to naive parental strain recipients of the responder but not of the nonresponder haplotypes. These results are interpreted to favor the postulate that the MHC-linked Ir genes exert their effects by coding for components which allow interactions between particular I region gene products and the region to form stable structures immunogenic for DTH T cells.
